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PROCEETDTINGS
(8:35 a.m.)

DR. STERN: Good morning, everyone. I'm Robert
Stern. I'm chair of the advisory committee for dermatology
to the Food and Drug Administration.

Today and tomorrow morning, we'll be working
with everyone here to try to come up with the advice
concerning six areas, as listed on questions, to help the
FDA in its production of a draft guidance document on
evaluating therapies for mild to moderate acne. So our
purpose here is really to see how therapies for this class
of acne are currently measured, learn about that, think
about how which ones work well and poorly, and try to come
up with suggestions about what are the best ways so that we
can understand which agents are in fact effective, and then
also how information about how effective and in what types
of acne they're effective can be best transmitted to
practitioners for drugs that are subsequently approved for
this indication. So that's what we're trying to do.

I'm looking forward to it because acne is one
of my interests, but certainly not my core interest, and
I'm hoping to learn a lot today from our very august and
learned speakers.

And I'd like to start with going around the

room, starting on my left, if everyone would introduce
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9
themselves and tell me and the audience a little bit about
where they're from and what their background is.

DR. PLOTT: My name 1s Todd Plott. I'm from
Medicis Pharmaceutical Company in Scottsdale, Arizona. I'm
the Vice President of Clinical Research and Regulatory
Affairs. I am the Industry Representative to the
committee.

DR. ABEL: I'm Elizabeth Abel, Clinical
Professor of Dermatology at Stanford University Medical
School, and I'm in the private practice of dermatology in
Mountain View.

DR. TEN HAVE: Tom Ten Have. I'm Professor of
Biostatistics in the Department of Biostatistics and
Epidemiology at the University of Pennsylvania. My
collaborative experience has been more in the areas of
psychiatry and disparities research focusing on clinical
trials and issues regarding dropout and noncompliance,
nonadherence. This is a new experience for me. I am also
hopefully going to learn a lot here today. Thank you.

DR. KING: I'm Lloyd King. I am Professor of
Dermatology at Vanderbilt University, and I'm a member of
this FDA board.

DR. KILPATRICK: Jim Kilpatrick, biostatistics,
Medical College of Virginia, Virginia Commonwealth

University. I'm known as the joker of the pack, and so I'm
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neither learned nor august.

(Laughter.)

MS. KNUDSON: That's a hard act to follow. I'm
Paula Knudson, and I'm an IRB administrator at the
University of Texas in Houston. And I've learned a lot
already just by reading the material that was sent. It was
fascinating.

DR. SAWADA: And I'm Kathleen Sawada. I'm from

Lakewood, Colorado. I am a practicing dermatologist in
private practice, and I am also a recent graduate -- or I
like to think recent -- of the Medical College of Virginia.

DR. TEMPLETON-SOMERS: Karen Templeton-Somers,
acting Executive Secretary to the committee, FDA.

DR. BERGFELD: I'm Wilma Bergfeld from the
Departments of Dermatology and Pathology at the Cleveland
Clinic, and I'm acting as a consultant to this advisory
committee, and I've been previously on it for many years.

DR. TAN: I'm Ming Tan. I'm a practicing
biostatistician and a professor of biostatistics at the
University of Maryland School of Medicine. I've been with
the committee for several years.

DR. RAIMER: I'm Sharon Raimer. I'm Professor
of Dermatology at the University of Texas in Galveston and
also a member of the committee.

DR. KATZ: I'm Robert Katz. I'm a practicing



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

11
dermatologist here in Rockville, Maryland, Clinical
Assistant Professor of Dermatology at Georgetown, and a
consultant at Walter Reed Army Hospital.

DR. CARR: I'm Brenda Carr. I'm a medical
officer in the Division of Dermatologic and Dental Drug
Products, FDA.

DR. WILKIN: Jonathan Wilkin. I'm Director of
the Division of Dermatologic and Dental Drug Products, FDA.

DR. BULL: Good morning. Jonca Bull. I'm the
Director of the Office of Drug Evaluation V.

DR. TEMPLETON-SOMERS: The following
announcement addresses the issue of conflict of interest
with respect to this meeting and is made a part of the
record to preclude even the appearance of such at this
meeting.

Since the topics to be discussed at the meeting
will not have a unique impact on any particular product or
firm, but rather may have widespread implications with
respect to an entire class of products, all committee
participants have been screened for interests in products
indicated for use in the treatment of acne wvulgaris and
their sponsors.

In accordance with 18 U.S.C. 208 (b) (3), Dr.
Thomas Ten Have and Dr. Robert Stern have been granted

particular matter of general applicability waivers which
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permit them to participate fully in the matters at issue.

A copy of the waiver statements may be obtained
by submitting a written request to the agency's Freedom of
Information Office, room 12A-30 of the Parklawn Building.

Because general topics impact so many
institutions, it is not prudent to recite all potential
conflicts of interest as they apply to each member and
consultant.

FDA acknowledges that there may be potential
conflicts of interest, but because of the general nature of
the discussion before the committee, these potential
conflicts are mitigated.

With respect to FDA's invited guest speakers,
there are reported interests that we believe should be made
public to allow the participants to objectively evaluate
their comments.

Dr. Albert Kligman is a consultant and
scientific advisor for Allergan, Dermik Laboratories, and
Medicis Pharmaceutical, and receives $10,000 annually from
each company for his services. He also owns stock in each
firm.

Dr. Peter Pochi owns stock in Pfizer.

Dr. James Leyden has participated in clinical
trials, served on advisory boards, given lectures, served

as a consultant, and received research grants from Bertek
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Pharmaceuticals, Dermik Laboratories, Pharmacia and Upjohn,
Galderma, Medicis Pharmaceutical, Lederle Laboratories,
Oclassen, and Ortho Dermatologic.

Lastly, Dr. Alan Shalita owns stock in Johnson
& Johnson, Medicis Pharmaceutical, and Allergan. In
addition, he is a researcher, consultant, and scientific
advisory for Allergan, Medicis Pharmaceutical, and Stiefel.

He is also a consultant and scientific advisor for Dermik
Laboratories and a researcher for Johnson & Johnson.
Lastly, he lectures for Galderma, Dermik Laboratories,
Medicis Pharmaceutical, and Allergan.

We would also like to note for the record that
Dr. R. Todd Plott is participating in this meeting as a
non-voting acting industry representative, employed by
Medicis Pharmaceutical Company. Medicis Pharmaceutical is
one of the many firms which could be impacted by the
committee's discussions.

In the event that the discussions involve any
other products or firms not already on the agenda for which
FDA participants have a financial interest, the
participants' involvement and their exclusion will be noted
for the record.

With respect to all other participants, we ask
in the interest of fairness that they address any current

or previous financial involvement with any firm whose
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product they may wish to comment upon.

Thank you.

DR. STERN: We'll begin this morning with the
open public hearing. Dr. Fraser from Stiefel Research
Institute.

DR. FRASER: Dr. Stern, members of the
committee, FDA representatives, and invited guests, good
morning. My name is Joanne Fraser. I'm the Director of
Research at Stiefel Research Institute which is the
research arm for Stiefel Laboratories.

This presentation concerns the use of acne
lesion counts in clinical trials.

Acne vulgaris is characterized by the presence
of papules, pustules, open and closed comedones, nodules,
and cysts. In clinical trials, investigators are asked to
count inflammatory lesions and non-inflammatory lesions. A
total lesion count is then calculated as the sum of the
two. Total lesions is used in an attempt to represent the
patient's overall acne condition.

In this presentation, I hope to convince you
that the variable, total lesions, is not useful in
assessing the efficacy of acne products and can lead to
misconceptions about efficacy.

In determining the treatment for a patient with

acne vulgaris, the types of lesions present is an important
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factor. There are specific drug products to treat
inflammatory and non-inflammatory lesions, and there are
some agents that affect both. These lesions are
physiologically different and respond to drugs differently.

Currently the requirements for an approval for
a drug product for the indication of acne wvulgaris are that
a significant difference from control be shown for two out
of three lesion types, inflammatory, non-inflammatory, and
total, and global severity. So where the circles are
intersecting represents meeting the reguirement of two out
of three.

If a product 1is only active for the treatment
of one type of lesion, then the only requirement for
approval should be for that lesion type, plus global.

There is a concern that the patient's overall acne should
look better as a result of treatment, and therefore if the
total lesion count improves, there's some assurance of the
overall effect. But global severity could be used to
address this concern. Using total lesions for this purpose
adds no information about the efficacy of the product and
can lead to misconceptions about efficacy.

This was a study of a combination product. The
results of the combination, each of the single agent
controls and vehicle are shown for inflammatory lesions,

non-inflammatory lesions, and total lesions. The use of
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total lesions has no advantage over the separate analysis
of inflammatory and non-inflammatory lesions. In many
cases, the percent reduction of total lesions is
essentially the average of the percent reductions of non-
inflammatory and inflammatory lesion counts.

This slide shows hypothetical data for two
subjects. The first subject has more non-inflammatory
lesions and the second subject has more inflammatory
lesions. The percent reductions for inflammatory and non-
inflammatory are the same for each subject, 60 and 20. For
subject 1, percent reduction for total lesions, 30, is
similar to the non-inflammatory lesion percent reduction,
20, the more numerous lesion type. For subject 2, total is
closer to the inflammatory percent reduction, the more
numerous lesion type. In a study of subjects similar to
subject 1, a large reduction in inflammatory lesions is
canceled out in the total lesion percent reduction because
of the small change in non-inflammatory lesions.

This slide shows two subjects from one of our
clinical trials. The entry criteria was at least 25
inflammatory lesions and 12 non-inflammatory lesions. In a
subject with both inflammatory and non-inflammatory
lesions, non-inflammatory lesions are usually more
numerous. In our clinical trials, approximately two-thirds

of subjects have had more non-inflammatory than
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inflammatory lesions despite similar entry criteria. For
these subjects, the percent reduction of total lesion count
is similar to the percent reduction for non-inflammatory
lesions, the more numerous lesion type. For subject 2,
substantial efficacy for inflammatory lesions was canceled
out in the total lesion variable because of no efficacy in
non-inflammatory lesions. Applying the rule of two out of
three, a product with results like for subject 2 would not
be approvable even though it has substantial efficacy
toward inflammatory lesions. The product with results like
subject 1 might be approvable for acne vulgaris with only
modest efficacy for inflammatory lesions.

This slide shows two more subjects. The first
subject has more inflammatory lesions than non-inflammatory
lesions. The same is true, that the percent reduction for
total lesions is similar to the lesion type count that is
more numerous. Subject 2 has approximately equal numbers
of inflammatory and non-inflammatory lesions, with
substantial efficacy for inflammatory and modest efficacy
for non-inflammatory. Percent reduction for total lesions
is approximately the average. The exact average is 59.

This is data from a recently approved product.

All three lesion types were significantly different from
the vehicle control for percent reduction. The total

lesion count data adds no information about the efficacy of
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the product. This product was approved for the treatment
of acne vulgaris.

This is data from the first of two studies from
a recently approved product. In this study, all three
lesion types were significantly different from vehicle
control. Again, the total lesion count data adds no
information about the efficacy of the product.

This is the data from the second study for this
product. In this study only inflammatory and total lesion
counts were significantly different from the vehicle
control. The use of the total lesion count data masks the
lack of efficacy for non-inflammatory lesions. This
product was approved for the treatment of acne vulgaris
because it met the two out of three lesions requirement and
global for both studies. Perhaps this product would have
been more accurately labeled for treatment of inflammatory
acne based on these studies.

This data is included in the package insert
which is then available for the clinician to decide for
themselves how best to use this product, but regardless of
the indication, it seems useful to include all the data on
the labeling. But again, total lesion data does not add
any real information.

Two products were recently approved, both

containing the same active ingredients at the same
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concentration. Product A was approved for inflammatory
acne, and product B was approved for acne wvulgaris in
general.

Five studies were completed for product A and
two studies were completed for product B. Here are the
percent reductions in inflammatory lesions for each
product. They are quite similar in the effect on
inflammatory lesions. And here are the percent reductions
in non-inflammatory lesions for each product. Again, the
results are gquite similar. And here are the percent
reductions for total lesions. Again, very similar.

As these products were combination products,
the control of interest and challenge to find a statistical
difference was the comparison to the benzoyl peroxide alone
control. For product A, three of five studies showed a
significant difference compared to BPO, and for product B,
both studies showed a significant difference for
inflammatory lesions.

This is the difference for the non-inflammatory
lesions. Neither product is more effective than benzoyl
peroxide for the treatment of non-inflammatory lesions.

The labeling for product A, which was approved for the
treatment of inflammatory lesions only, has a statement
that the product is not more effective than benzoyl

peroxide for the treatment of non-inflammatory lesions.
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The labeling for product B does not include the same
statement.

And the reason product B was approved for acne
vulgaris is the differences for total lesions compared to
benzoyl peroxide. The differences are significant in both
studies for product B and in only two of five studies for
product A. The results of the total lesions has masked the
lack of effect of product B for non-inflammatory lesions
compared to benzoyl peroxide.

The data in the previous slides were for the
comparison to benzoyl peroxide control since those were
combination products, but both products have substantial
efficacy compared to vehicle for inflammatory lesions and
for non-inflammatory lesions.

In summary, product A was approved for
inflammatory acne only. It did not meet the two out of
three requirement when compared to benzoyl peroxide. An
exception was made for the indication of inflammatory acne.

Product B met the two out of three rule with inflammatory
and total when compared to benzoyl peroxide and so was
approved for the indication, acne vulgaris. Both products
were effective against both types of lesions compared to
vehicle or clindamycin.

The labeling for product A includes percent

reduction results for inflammatory lesions and the
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statement that the product is not more effective than
benzoyl peroxide for the treatment of non-inflammatory
lesions. The labeling for product B includes the percent
reductions for all three lesion types. There is no
statement about product B not being more effective than
benzoyl peroxide for the treatment of non-inflammatory
lesions. And the difference in labeling for these two
products with essentially identical activity is due to the
results of the derived variable, total lesions. Use of the
variable, total lesions, has masked the lack of
effectiveness of product B for non-inflammatory lesions
compared to benzoyl peroxide.

In conclusion, we need the option of three
target lesions for products to treat acne, inflammatory,
non-inflammatory, and acne vulgaris when a product is
effective for both. And I hope I've convinced you that
total lesions is not a useful variable in assessing the
efficacy of an acne product.

Thank you.

DR. STERN: Could I just ask you one question?

DR. FRASER: Sure.

DR. STERN: Or two questions. One is, are you
then saying that you're advocating that products, when they
go to phase III, there should be an advance hypothesis that

we will prove efficacy for inflammatory acne or non-
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inflammatory acne or both, and if it's for both, is it
going to be that unless you get it for both, the product is
not approved? Or are you advocating that if you say we
want to do this for both and it only makes criteria by one,
that in fact, since you put forward three hypotheses, that
there be some correction, some change in the requirements
of the p value for multiple comparisons?

So those are sort of two related questions.

The first is, do you just pick one of the three indications
and you've got to go with that to the end, meet the
criteria statistically? The second, if you're going to
allow a fall-back by another criteria other than the one
you put forward, how are you going to correct for the
multiple comparison problem?

DR. FRASER: Right. I believe that's correct
that if you set your hypothesis just for one lesion type
when you're going into the study, that would be the best
way to do it, but if you want the option of either one,
you're going to have to adjust for that statistically.

DR. STERN: Any other gquestions from the
committee?

DR. KILPATRICK: Thank you, sir.

It seems very obvious to me that since total
equals inflammatory plus non-inflammatory, total depends on

these two. Therefore, from a purely statistical point of
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view, you can only have two of these three things, whatever
they are. So it was a given to me, before you started,
that you use either inflammatory or non-inflammatory
because total is the sum of the two. I mean, it's so
obvious.

DR. FRASER: Right.

DR. KILPATRICK: So I don't know what the fuss
is about. But Dr. Stern asked the difficult question.

DR. TEN HAVE: 1Isn't there also a multiple
comparisons problem with the current approach, if you're
choosing two out of three?

DR. FRASER: Right. Currently there's no
statistical adjustment for the multiple --

DR. TEN HAVE: Comparisons problem with the
current --

DR. FRASER: Right.

DR. STERN: Thank you very much.

Is there anyone else who would like to comment
during the open public hearing?

(No response.)

DR. STERN: Seeing no one who wishes to do so,
we will go on to Dr. Jonathan Wilkin who will give an
introduction to why we're here today and tomorrow.

DR. WILKIN: Well, we are here today because

there are over 50 million people in the United States with
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acne and many of these are adolescents and young adults.
The burden of acne, especially in this population, the
physical, the psychological, the quality of life issues,
impels the public health need for safe and effective
products for acne.

What we're asking the committee to consider
today and tomorrow is how should we look at the evidence
for effectiveness of these products in a way that we can
craft this into a guidance document so that industry and
academics and the regulatory folks at FDA can all be
working from the same page.

To help the committee in thinking about the six
questions, which I should say are actually essay questions,
not yes or no questions, we have multiple speakers. We've
asked Dr. Bergfeld who, as she mentioned, is an alumna of
DODAC, to give an overview of acne, and the dermatologists
always gain something from her insights, but especially
helpful I think will be for the statisticians and others on
the committee who might need an acne 101 so that they know
what the different lesion types are.

I'll follow up with sort of an historical view
of how FDA has viewed the two primary efficacy endpoints of
lesion counts and global and also give some work that I did
before I came to FDA which actually looks at the

relationship between acne counts and global.
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And then the speakers who follow immediately
will be primarily talking about the global severity scale,
Dr. Carr, Dr. Pochi, and then Dr. Leyden, Dr. Shalita, and
Dr. Kligman will be talking about severity scales but also
lesion counts and what their views are.

One of the important aspects of all of this is
not just what the primary efficacy endpoints might be but
how do we analyze the data, what are the statistical
methodological issues, and Dr. Alosh will be presenting
that.

Dr. Luke will speak to some of the interesting
aspects of combination topical products and how we look at
efficacy.

And then we will end up the FDA's portion with
Dr. Porres describing what kind of information gets crafted
into the package insert which describes efficacy outcomes,
and we'll be asking the committee for suggestions on how we
might improve that to better convey to the clinician and to
the patient and to improve the patient-clinician
communication on what might the expectations be for acne
therapy.

Then finally this afternoon Dr. Lehmann, who
has conducted research under a contract to the Agency for
Health Care Research and Quality, which is a sister

organization in our Department of Health and Human
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Services, will have some thoughts on how to get some useful
information out of acne trials that might even be in
addition to what we're going to talk about earlier in the
day.

And then we're looking to tomorrow to actually
have the gquestions deliberated.

DR. STERN: Thank you very much.

Now I'm very pleased to have Wilma Bergfeld
speak to us about acne.

DR. BERGFELD: Thank you very much. I'm
delighted to be back at the FDA. I always love coming
back. This is a very important committee activity.

What I've been asked to do is to paint a
picture of acne today and perhaps reflect a little bit
about what was going on yesterday.

It's important to realize that acne represents
4 percent of all dermatological disease and it, as you
heard, involves a population group that is very large,
basically 50 million. This represents the demographics of
acne, mainly a disease of youth, as you can see here in the
white, 12- to 24-year-olds representing 40 million plus,
whereas 25- to 35-year-olds, about 3.5 or 3.8 million, and
a very large growing group is the adult group which is
usually women 35 to 44 years of age.

Now, you heard from Jonathan Wilkin that it is
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very important that we address acne, being a major disease
for us in dermatology and as a health issue, but also it's
very important because of the psychological and economic
impact. There have been numerous studies done over the
last 20 years that display that those who have moderate to
severe acne greatly suffer in their life, psychologically
as well as economically. You will note here that they have
reduced self-esteem, confidence, and body image, which then
reflects in their ability to perform, to reach the essence
of their life and their desires for success, but it also
limits their lifestyles, their interpersonal relationships,
and interestingly enough, has been noted to reduce their
employment. They're more unemployable. And certainly
adults are more affected than the young, but all are
affected.

Now, the problem that we see today in
dermatology is that there's a growing desire for the
patient, the parents of the patient to reach
dermatologists, and there's a growing need for more
dermatologists to be in practice. And this is reflected by
patient preference as well as the growing addition of
dermatologists to a variety of HMOs and other medical
groups. And patients now have great access to
dermatologists through a variety of a different health care

programs. So we are seeing that acne is one of our number
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one diseases to treat. We are seeing a growing population
that's affected, one that is growing in its age as well,
and also the fact that we do not have a great enough work
force to take care of these patients.

What we know about acne. Again, here is
another graph or table demonstrating it is a major disease
for dermatologists, but there are other physicians who care
for the disease, but the dermatologists are the key
caretakers.

Now, the acne classification is rather classic.
comedones, which is blackheads, papulopustules, which are
erythematous papules and pustules, and then cysts. And the

dermatologists have classically defined these as being
mild, moderate, and severe and also include the sites of
involvement, which are usually face and trunk and
occasionally arms and buttock.

I'd like to show you a number of pictures of
mild to moderate acne and then end with some very serious
forms of acne. This is a comedonal acne in an African
American black young athlete showing both blackheads,
comedones, as well as inflammatory papules.

A caucasian with comedones and milia which are
closed comedones, whiteheads, around the mouth, cheeks with
cheek scarring.

An Indian young woman demonstrating a number of
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features, namely hirsutism as well as acne, with
inflammatory papules and scars on the cheek.

A little less well demonstrated here, but a lot
of inflammatory lesions on the cheek and around the chin.

A male demonstrating the inflammatory form of
acne and the classic distribution on cheeks and chin.

A cystic form of acne in a little bit older
individual who has excoriated these lesions.

And a more severe form which is the erosive
pustular form which is a very serious disorder for us.

Now we know that acne affects almost all age
groups and it certainly has been noted in the neonate.
Usually they are comedones and they're non-scarring. 1In
the young infant, especially the male infant, we can see
papulopustular lesions. These do leave scarring, and the
teenage acne usually is face and trunk and is male dominant
and it can induce scarring. And now the adult acne which
is mainly in females, but males do also have this, and this
is a late onset usually or it can be chronic from teenage
through their mid-years up to about 60.

Now, it's important when a dermatologist or a
physician sees a patient with acne, that they take the
appropriate history. There's no doubt that it's familial.

We do see it run in families. It's important for us to

examine the patient and ask some very pertinent questions
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around family history, as well as androgen excess and
diabetes.

As you've already heard, we do do lesion typing
as well as location of lesions, and we do grade these acne
patients. This then evolves into developing therapeutic
options, which are discussed with the patient, along with
the adverse events that might occur, as well as the
expectation, and the therapy is then given.

Now, the therapy is aimed at a variety of
different areas of the acne pathogenesis, namely getting
rid of the blackheads and whiteheads which are thought to
be the primary lesions, especially what we call the
microcomedones, getting rid of the microorganisms that live
in these lesions, getting rid of the inflammation. And a
group of these, at least one-third of these patients,
especially the female, have androgen excess, and they have
androgen stimulation of the sebaceous gland which then
induces or exaggerates the acne. And certainly external
irritants can either worsen the acne or, in some instances,
can actually induce acne.

Now, if we look specifically at how we do this
and why we do this, we want to get right of the P. acnes
because it produces inflammatory lipids, which are fatty
acids, which then release cytokines. We want to get rid of

the inflammation because there is a cascade of cytokines
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which then ends up with tissue destruction. We attempt to
get rid of the keratinizing defects which are in the hair
follicle canal way plugging the follicle, thus inducing the
blackhead, the micro-blackhead. And we also want to reduce
the size and function of the sebaceous gland from putting
out its o0il, or sebum. And we certainly want to reduce,
when present, the hormonal influence on the oil gland, the
sebaceous gland, and in doing so, we can improve the acne.

So as you can see, when we look at all these wvarious
targets, we may be using multiple therapies to achieve this
end.

So what might we use for the blackheads,
whiteheads, or even milia, which are the closed blackheads?
We would use a variety of agents, the retinoids being the
leading ones usually used topically. They can reduce the

size and the function of the o0il gland, reduce the
microorganisms, reduce the inflammation. Benzoyl peroxide
can be used as well, which has similar effects in reducing
the organism. And there are a number of other acids, both
fruit acids, natural acids, that can be used for similar
purposes.

When we're looking at inflammatory acne with
papules and pustules, however, we're looking at using more,
I guess, important drugs in some aspects in the fact that

they're mostly antibiotics and they may also include the
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use of oral Accutane. But for antimicrobial, we can use
the benzoyl peroxide agents because they certainly do have
some activity in that area, as well as some of the natural
topical acids, but we do use commonly topical antibiotics
in the form of erythromycin and clindamycin, and we also
use oral antibiotics in the form of minocycline,
tetracycline, and more recently zithromycin.

We use, as I said, oral and topical retinoids.

We also use, in very severe forms, anti-
inflammatory agents which would include corticosteroids in
the very, very severe forms of this disease.

We do also use anti-androgens to reduce the
testosterone or androgen effect on the o0il gland, and these
would fall into groups such as estrogens in the female,
spironolactone, and flutamide. Mainly those are used in
the female.

We also identify in this group, especially the
female, an androgen excess syndrome related to insulin
resistance, and this leads us into other therapies such as
metformin.

And we can also use vitamins and minerals for
some of their anti-inflammatory as well as anti-androgen
activity.

Now, the tretinoin effects. I'd just like to

go over them because they are so broad and affect many of
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the targets that we need to hit. We can reduce the scaling
that occurs in the hair follicle which plugs it up. We can
alter the microorganisms by reducing them. We can resolve
the early comedones and the microcomedones, the milia, with
these particular agents. We can prevent new lesions, and
we can enhance, which is very important, penetration of
other drugs.

Now, here is the list of the topical retinoids
that we do have available to us, and as you can see, there
are numerous ones and they come in all concentrations and
vehicles, all of which assist us in treating topically
these microcomedones and comedones.

Now, when we look at their efficacy, using two
different ones -- not to discuss their comparison, but
using two different ones —-- adapalene and also Retin A, we
can see that we can get greater than 50 percent reduction
of lesions, which is very important. You can see that some
are better at inflammatory and some are better at non-
inflammatory, but the bottom line is that they reduce
greater than 50 percent the inflammatory and non-
inflammatory lesions.

But we also have a problem with topical
retinoids in the fact that they are irritants, and we have
had a hard time reducing the irritancy of these because

over time, using these two same drugs, we can see that the
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irritation is about the same. And irritation, as I
mentioned, is, one, painful but also it can induce more
acne.

Using some of the natural acids -- and this
happens to be one, dicarboxylic acid -- we can also have
some effect on bacteria anti-inflammatory activities, as
well as reducing keratinization. So we have other options
other than the tretinoins, but the tretinoins have been our
base therapy.

As I mentioned, antimicrobial therapy would
include benzoyl peroxide. It is a potent bactericidal
agent. We also use it as an agent that kills all in my
practice. And you can use it up to 10 percent, and it can
reduce blackheads and also papules and pustules. It
reduces the infectious agent P. acnes, but it also can
induce irritation to the skin. And that reflects in
dryness and pain, scaling. We use topical antibiotics,
again erythromycin, clindamycin, specifically for the same
reasons, and oral antibiotics.

This is a study done very early by Kligman, and
this demonstrates the activity of benzoyl peroxide on P.
acnes in red, reducing it basically 60 percent plus, as
well as the fatty acids which are produced by the sebaceous

gland. So it is an effective therapy too.

Now, one of the problems that we've had and, in
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fact, discussed here at the FDA is the bacterial resistance
to some of the antibacterial agents that we use in
dermatology, and this is a growing problem for us today in
practice because we are having more patients present to us
who fail to respond to what we consider our basic regimens
and this is something that we're striving to overcome.

Now, I wanted to touch very briefly on androgen
activity because the circulating, as well as the androgens
present in the tissue and the target organ, namely the
sebaceous gland and the hair follicle, do stimulate acne.
We know that the sebaceous gland in particular has androgen
receptors. So using anti-androgen therapy selectively in
both males and females can be exceedingly helpful,
especially in the more resistant forms of acne.

Now, there have been some studies, and the
classic studies have been looking at circulating androgens.

And one done by Lucky in the 1980s demonstrated that
females with very persistent papulopustular acne had
elevations of free and total testosterone and less commonly
elevated DHEAS, which is an adrenal androgen.

This followed a study done by Ortho regarding
the Ortho Tri-Cyclen that's used in acne in females, and
this was a study in 250 female acne patients with moderate
acne. What it demonstrated was that 83 percent versus the

control which had 63 percent improvement -- that 83 percent
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improvement of acne was seen in this study. When measuring
circulating androgens, it was noted that the testosterone
levels were reduced. As I just previously mentioned, these
testosterone levels are elevated in some of these acne
females. And there was also an increase in sex-binding
hormone which is important because it binds the
testosterone.

At the Cleveland Clinic, we too have studied
androgens and androgen excess presentation, one being acne.

And we noted that it was common for us to have elevations
of total and free testosterone, as well as the adrenal
androgen. And the reason for pointing this out at this
time is that testosterone can be made by either the ovaries
or the adrenal gland, and the birth control pills would
affect mainly a suppression of the ovarian testosterone.
However, if the acne was stemming from the adrenal gland,
one would have to suppress the adrenal gland as well.

So, hormonal therapy is generally reserved only
for females, and we use a variety of therapies, namely the
low dose birth control pills. We can use anti-androgens in
the form of spironolactone, and we can use corticosteroids,
especially if the adrenal gland is involved. We also have
the opportunity in selected patients of using Accutane. It
is more commonly used today in males than females for this

form of acne. And we also would be using anti-
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inflammatories because this is an inflammatory disease and
one needs to also address that.

So when we look at the therapeutic options that
we have in acne, one has to address the fact that we are
after multiple targets that induce the final lesion. So we
have a number of agents that fall under getting rid of the
blackhead or the whitehead, or the milia, the closed
comedone, and these include the retinoids, benzoyl
peroxide, sulfur, and some of the natural acids.

We have a number of agents that we have
available to reduce sebum, or o0il production by the oil
gland, namely the retinoids, the anti-androgens, the low
dose birth control pills, and we could add corticosteroids
here.

We have agents to reduce the main organism that
produces acne. At least in our belief it produces acne.
And there are a variety of topical and oral antibiotics,
the retinoids, benzoyl peroxide.

And the inflammation can also be reduced by
oral antibiotics and retinoids.

Now, what we are looking at today is the fact
that because of the bacterial resistance, we are looking
towards what are the effects of combining benzoyl peroxide
with a number of antibiotics, and they seem to be very

good. In fact, not only are they combined with oral
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antibiotics, but also zinc. So this is the future for us
in dermatology, at least in the topicals, because of
bacterial resistance. There is very little resistance to
benzoyl peroxide, in fact, none to date, but there is
resistance to erythromycin and the tetracycline-like
products. So combining them, we then get rid of our
resistance.

Now, what is important to us in dermatology is
the fact that no one gets better with one or two
prescriptions, go off, and come back never again. We need
to see these patients again and they need to understand
what's going on with their disease, why they have it, and
why we are giving certain medications.

They also need to know what the time frames are
for improvement, and certainly we never promise anyone any
marked improvement under a couple of months.

And they need to know that their therapies
might be changed on each visit depending on what their
clinical response is and what their skin irritation is. So
each time a patient returns, their therapy is reevaluated.

We also need to have patient compliance.

Now, patient compliance is important because
most patient, if you give them a load of prescriptions
aimed at a variety of these targets, will not do any of it

or do too much of it. So it is an active agreement that
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the physician dermatologist has to have with the patient as
to what they will do and what you want them to do, and
somehow you have to mesh these choices so that there is
something active being given to this patient to improve
their acne.

It's important for physicians, as well as
parents, to remember that no one can remember more than
three things. So you need to write down instruction, or
greater than that, we need to have patient educational
materials for both the parent as well as the young person,
and we need to provide written instructions for our
patients.

Now, what I see as the acne treatment pitfalls
is not just the diagnosis, not just establishing the
therapies, but if the visit is too quick and the
educational piece is not given, as well as the
instructions, and the compliance pledged. I also see a
problem in over-treatment. When there is too much skin
pain and irritation from the therapies, the patient is not
compliant. And then we have the problem of giving
therapies that are non-compliant with the lifestyle of the
patient.

So what does the patient do? He gets irritated
if he overwashes, too many medical facials, too many

medications, lack of education, and fear of the therapies.
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And certainly there are patients who want to get better
with no therapy.

So we the dermatologists, specifically the
dermatologists, have a real medical problem that faces us
with acne. This is not just a superficial disease and a
cosmetic problem, but this is a profound disease that needs
attention. And as you can see, it has many aspects of both
diagnosis and therapy, follow-up, compliance, and safety.

So thank you.

DR. STERN: Thank you very much, Wilma.

Our next speaker will be Dr. Wilkin who will
speak to us about evidence of effectiveness of acne
products.

DR. WILKIN: Many years ago I participated in
an acne trial as an investigators, counted lesions, and I
noticed that at the end of the trial, that the lesion
counts by themselves didn't seem to actually be as
meaningful as what the global looked like or what the
patients felt they had accomplished in the trial. Their
sense of how better their acne got actually seemed to me to
be related to the global and not directly, at least all the
time, to the difference in lesion counts.

So I thought about this for over a decade, and
it seemed like a paradox, at least to me. How could you

have a system that inherently had a lot more information in
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it -- that 1is, all these different lesion counts and very
precise, very unbiased, very accurate -- how could that
really not have as much clinically meaningful information
as just the simple 0 to 4-plus subjective ordinal scale,
sort of an estimate?

Now, acne is too complex to ask the question
about how this would happen with all the different kinds of
lesions.

So I chose a model. And a model, when you're
going to look for mathematical relationships, is the system
that has the relevant properties, but only those
properties, and everything else has been removed. So it's
an oversimplified model. It doesn't have many of the
things that we look at when we're looking at acne severity
like halos of erythema around the inflammatory lesions. It
doesn't have the different size kinds of lesions. It
doesn't have elevation.

So that's why you'll see acne in quotes because
what I chose to do is to have acne lesions literally
painted on faces of human models who didn't have acne so
that I could characterize the relationship between the
actual number of these painted-on lesions and the perceived
severity of the acne lesions. Since again, there was no
variation in the size and morphology of the lesions, what

really is perceived severity i1s judged numerosity. How
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numerous did the lesions appear?

So to do this, we recruited 33 research
subjects who were the evaluators. They came into a dark
room and looked at kodachromes of two models, and the
models had lesions painted on their face for acne severity.

The two models had up to 200 of these acne lesions painted
on their face by a professional theatrical cosmetic artist.
And then the research subjects, the observers, looked at

these kodachromes and scored on a 10 centimeter linear
horizontal visual analogue scale what they thought was the
acne severity. And the visual analogue scale was scored by
digimatic calipers which are guite precise.

This is the visual analogue scale. You can see
here where if this were one of the research subjects
marking it, they would have marked a 35-millimeter
deflection from clear, and so that would be one-third as
bad as the acne could be.

So this is the basic paradigm of the study.

The input is the actual number of the lesions that have
been painted on by the theatrical cosmetic artist. The
test subjects are the human subjects that came in and
looked at the kodachromes. And then their mind processed
it, and then they wrote on a horizontal linear visual
analogue scale. They made a mark which was the judged

numerosity, if you will, of the acne.
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This was the first model they looked at. This
was stated as clear.

And this was stated as bad as can be. It was
intended that there would be only 100 lesions, but it
turned out the cosmetic artist was not majoring in
mathematics and there are actually 101 if you count them
all.

I'll only show a couple. I won't show you all
48 slides.

This is nine. If you look at it, you can
actually count that.

Next is 49.

Now, for the committee, there's going to be a
quiz after this. So I'll show you the anchors at the
beginning. This is clear. This is as bad as can be, which
is in this case 200. This is 50, 100, 20. Okay. Here's
your unknown. How many think there is less than 150
lesions here? How about more than 150 lesions?

(A show of hands.)

DR. WILKIN: Actually there are 120. So there
is a nonlinearity.

What we have here, the output is judged
numerosity, and so it is the millimeters of deflection on
the horizontal visual analogue scale, again, of judged

numerosity. The input is the actual number of lesions
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painted on the face. So you can see we've got two series.
The blue line is the subject that had from 0 to 200, and
the yellow line is the subject that had 0 to 101.

What we're showing on this slide is input,
which is the actual number of lesions painted on the face
and seen on the kodachromes, given as a fraction of the
maximum input so that we can bring the 101 and the 200 into
the same kind of scale. And then judged numerosity is
likewise presented as millimeters of deflection from clear
or 0, represented as a fraction of the maximum judged
numerosity, or as bad as it can be.

What we've done on this slide is we've added
some very fine lines. Those I think at the table may be
able to see these. So we've broken up this curvilinear
relationship into three segments, and I would Jjust point
out that in this segment, you can see that for every
increase in lesion count, you actually get twice as much
impact on judged numerosity. If one 1is up in the range
above one-half maximal lesion count that is painted on the
face of the subjects, then in that range you get only half
of the judged numerosity for each increased number of
lesions at the upper end.

Now, the one thing that's been added to this
slide is that the output domain, judged numerosity, has

been broken up into an ordinal scale so that this would be
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4 plus, 3 plus, 2 plus, 1 plus, and 0. What you can see is
that for the maximum number of lesions painted on the face,
if you reduce that in half, that is appreciated by the
human subjects who were judging numerosity as a drop in one
grade, so from, say, 100 lesions to 50 lesions. That's a
drop from a grade 4 to a grade 3. If you go from 50
lesions to 25 lesions, which is another half drop, then
that's going from a grade 3 to a grade 2. And if you go
from 25 lesions to about 10 lesions, that's again
approximately a drop in half, and one drops another rank on
the ordinal scale.

So what I believe this to be is that the
ordinal scale 1is actually an empiric attempt at a ratio
scale, and we know that that is sort of the psychometric
wiring of the human mind. That's what happens with
decibels when one is considering loudness. It's not really
a linear function. It's a logarithmic function. When one
goes down 10 decibels, you're reducing loudness literally
by 90 percent.

Likewise stellar magnitude. You go out at
night. You look up at the constellations. You see first
magnitude stars the brightest and so on down to sixth
magnitude. It's not equal differences in terms of the
photon energy coming in the starlight. It's actually a

ratio function.
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So, I think this is the way people look at acne
lesion severity, at least the part of judged numerosity, in
a manner that is a cognate of stellar magnitude and the
decibel system.

Having said that the psychometric model
provides a curvilinear relationship between the more
clinically relevant acne global severity scale and the more
precise acne lesion counts, I would like to come back and
again emphasize the disclaimer I gave at the beginning.
I've stripped away an awful lot of the reality of acne.
I've taken away the difference in size, the many different
kinds of lesions. Certainly inflammatory lesions have more
of an impact on judged severity than non-inflammatory
lesions. Some have that erythema halo. So again, I'm not
offering this as a very simple way of looking at real acne,
but I think this relationship, nonetheless, exists. 1It's
probably too complex to ever convert acne lesions per se
into a global, and Dr. Alosh will mention that later.

Now, I did this about three years before coming
to FDA. Once I came to FDA, I learned from the people who
were already at FDA, in the usual oral tradition, how they
had looked at acne lesions. I learned this from the
clinicians and the statisticians that were on the team.

So I'm describing actually what was happening

before 1994 when the division was created, and as my
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colleagues at FDA know, I refer to that as the paleo-
regulatory era. I can't really give all of the discussions
that happened at that time, but it is clear that the folks
at FDA and industry were using lesion counts which was
total plus either inflammatory or non-inflammatory, and
also an investigator's global assessment, which early on
sometimes wasn't dichotomized into a success and non-
success, but more frequently later on was dichotomized into
a success and non-success.

Over time the total became, I think, changed to
two out of three, that is, the total, the inflammatory, and
the non-inflammatory, because it was thought that if you
won with two out of three, one of them was going to be
total. It would be pretty hard to win on inflammatory and
non-inflammatory and not win on total.

What I learned from the statisticians and
clinicians of '94 and '95 is that they viewed the lesion
counts to be more accurate, more objective, harder data, if
you will, I think was the line. The investigator's global
was 1mprecise, subjective, might vary among investigators,
especially with some of the less morphologically defined
global scales.

And then over the last decade, we've seen a lot
of differences in the NDAs that have come in. We've seen

very different baseline lesion counts from one study to
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another, even within the same sponsor's package. We've
seen different lesion count analyses. Dr. Alosh will be
talking about this. We'wve seen absolute change studied in
some, percent change, a whole variety of transformed
values, and then also a lot of different global
investigator scales.

So we'd like to have one consistent way where
we can approach the evidence for effectiveness for these
acne products, that is, the mild to moderate kind of acne
vulgaris products.

And our first question to the committee will
be, should the current success criteria using co-primary
endpoints be retained? Of course, that's not meant really
to be a simple yes or no because if the answer is no, we'd
like an essay question telling us how to fix it and which
parts we need to preserve.

How should lesion counts be analyzed?

What investigators' global severity scale
should be used? At what level should it be dichotomized?

I really cannot recall any sponsor initially
coming in saying that they wanted only inflammatory lesions
or non-inflammatory lesions of acne as their indication.
All of the applications that I've seen, sponsors have come
in saying that they want the indication of mild to moderate

acne vulgaris as monotherapy. I think Dr. Bergfeld
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indicated that while dermatologists may focus on different
lesion types, it's not clear that non-dermatologists
actually make a distinction between inflammatory and non-
inflammatory.

So I think that's going to be one of the
questions that we need to work with, and that is, should
acne lesion types, inflammatory or non-inflammatory, be
medically acceptable indications? I think there are two
products out there right now that actually have this.
Maybe there is a third. But is it something we want to
continue that practice?

What we can do is we can always craft into the
package insert outcome measures for both lesion types so
that a more elite kind of dermatologic practice that wants
to use a particular, say, topical for a particular lesion
type can still find that information in the package insert.
But again, the question is going to be, do you want
something less than acne? Do you want lesion types as an
indication?

Number five, should lesion counts be assessed
at multiple time points late in the study and averaged to
increase power? What we know and what Dr. Kligman has
actually written about is that acne lesions, inflammatory
and non-inflammatory, surprisingly fluctuate in size and

appearance and even number in very short periods of time.
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So one of the ways to reduce intra-subject
variability and hence increase the power is to go out to
that time in an acne study when you're on that horizontal
asymptote of efficacy, which may be 8 to 12 weeks, and
instead of just capturing one lesion count or one global
assessment, do these assessments at, say, week 8, week 9,
week 10, and week 12, and then take the average, and by
doing that, you can substantially reduce the intra-subject
variability. You can increase the power.

The other side of that, though, is that you can
drive some very impressive p values within some very small
lesion count deltas. But that will be one of the gquestions
for the committee.

Then how should the efficacy outcomes of
clinical trials be portrayed in the package insert to be
maximally effective in communicating, especially so that
physicians can communicate with patients? And we'll be
presenting some information on that later today and, again,
hope to hear from the committee on that point as well.

Then as Dr. Stern mentioned, the ultimate goal
is a guidance document on the evidence for effectiveness
for products for mild to moderate acne vulgaris. What we
hope to gain over the next two days is the pieces of
information that we can put together to craft a draft

guidance document, which then would be published. We would
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get some comments back, and that would get us going in the
process.

Thank you.

DR. STERN: Thank you very much.

We'll be having questions after our next
speaker, Dr. Carr, who will talk with us about the FDA
perspective on global evaluation. Thank you, Dr. Carr.

DR. CARR: Again, I'll be speaking on the FDA
perspective on the global evaluation in facial acne.

I'm going to begin by describing some
challenges associated with the design of a global
evaluation scale, move on to discuss benefits of a standard
scale, then discuss proposed attributes of a scale, and
close by giving examples of scales that have been proposed
for use to the agency.

A number of different scales have been
published in the literature and a number of different
scales have been proposed by sponsors for use at the
agency. It begs the question, what is it about acne that
makes 1t so difficult to design a scale that's universally
accepted?

The American Academy of Dermatology convened a
consensus conference in 1990 which considered acne
classification, and one of the conclusions was that the

difficulties in large part related to the pleomorphic
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nature of acne pertaining to the mixture of lesion types,
inflammatory and non-inflammatory, the wvariability in the
clinical presentation of those lesions, how they can vary,
particularly inflammatory lesions, in size, the papules,
the pustules, the cysts, and how they can vary with regard
to the extent of inflammation associated with the lesions.

Also, there's wvariability in how the lesions evolve over
time.

Additionally, there's no consensus as to what
should be assessed in the global evaluation of acne. Some
consider that only inflammatory lesions should be
considered. Some consider that nonfacial sites should also
be factored into the global evaluation.

The potential benefits of a standard scale
would include that for clinicians it could serve as an
objective basis for treatment choices, as well as
assessment of treatment responses. In the investigational
setting, a standard scale could potentially increase
consistency across centers as to enrollment of subjects who
more closely fit the enrollment criteria as well as
increasing consistency of assessments of study treatment
response. And for clinicians and investigators, a standard
scale could serve as a common system to aid in the
interpretation of clinical trial results.

Now, the proposed attributes of a scale would
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include that it have a limited number of levels -- we'd
suggest no more than five or six -- that each of the levels
be described sufficiently so that intra-observer and inter-
observer variability is minimized; that the scale include
levels which indicate the clear state and the almost clear
state because these are the most clinically meaningful
treatment outcomes; that it be of a static design so that
the assessment reflects the clinical picture at a
particular time point; and that the scale have a high
degree of correlation with lesion counts.

I'm going to give some examples of a few scales
that have been referenced in applications that have come to
the agency and make a couple of comments about each of the
scales.

The first one is the Leeds scale, sometimes
referred to as the Cunliffe scale. And it's presented as a
10-grade scale where grade 0 represents no acne and grade
10 the most severe acne. But it actually is a 26-point
scale because with this scale, grades 0 to 2 are subdivided
so that there are nine possible grade assignments between
grades 0 to 2. Similarly grades 2 to 10 are subdivided by
increments, making for a total possibility of 17 grades.

So this makes for a possibility of 26 grades on this scale,
and a case could be made that that's a bit cumbersome.

Additionally, the only two levels that have
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word descriptors on this scale are the grades 0 and 10. So
this scale would be considered to be perhaps lacking in
definitions.

The Cook scale presents five definitions.
However, it's a 9-point scale because with use of this
scale, investigators can assign grades to points that
aren't identified on the scale. So investigators can
assign grades of 1, 3, 5, and 7, and that makes for a
problem, or potentially so, because those levels aren't
defined which means assignment to those levels is
completely arbitrary.

Additionally, if we look at some of the
definitions, we see that there's no level that represents
the clear state. Grade 0 permits for some lesions, albeit
few lesions, but lesions nonetheless. And then if we step
down to grade 4, we see that it begins by being described
as being between grades 2 and 6. So it's considered that
perhaps reworking of some of the definitions might make
this scale more useful.

Now, this is another proposed scale and this is
an example of a dynamic scale. The problem with dynamic
scales i1s that their memory-dependent requiring that
investigators have some recollection of the baseline status
of a subject in order to make the assessment.

Additionally, there are no clinical descriptors given to
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any of these levels, so it's not clear really what's being
scored. If you are told that a subject scored a slight
improvement or a moderate improvement, that doesn't bring
any particular clinical picture to mind.

A variation on the dynamic scale would be where
the improvement is reported by percent change, and the same
argument could be made that if you say a subject is 25
percent improved or 50 percent improved, that doesn't bring
a particular clinical picture to mind.

Now, this is an example of a scale that begins
to meet the criteria presented so far. It has a limited
number of levelg, namely five. But when we look at the
definitions, we see that grade 0 which is said to be none
is not none because it's defined as having occasional
comedones. And then if we examined a definition for
minimal acne, the question is, is this definition really
minimal acne or might it be too severe to be considered
minimal?

This scale, similar to the one before, has a
limited number of levels, again five. It does have a level
which identifies the clear state. However, i1if we look at
almost clear, the same question could be raised. 1Is this
definition really one that would be considered almost clear
or is this too severe to represent the almost clear state?

And the last example is a scale that's
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considered to meet the proposed criteria. It has six
levels, so the number of levels is limited. It does have a
level which defines the clear state. The almost clear
state is defined by rare inflammatory lesions and papules
are permitted, but if present, they can't show any signs of
active inflammation. I'm not going to go through all the
levels, but they are considered to be sufficiently defined
so as to minimize observer variability. The scale is of a
static design, and it does have a correlation with lesion
counts.

So with that, I'll close my scaly presentation,
and we look forward to the comments from the committee.

DR. STERN: Thank you very much.

I guess I'd like to take the chair's
prerogative and ask one question of any of the three
presenters who would like to answer. We've been hearing
about comedonal/noncomedonal, about various scales in terms
of what are usually descriptors of number of lesions and
type of lesions. What I haven't heard about in terms of
approvability of products is -- and we've been seeing only
faces. The question gets to be, is the criteria for
approving a product that is only assessed on the face
necessarily applicable for other anatomic areas? At least
in my clinical experience, what works on the face may not

necessarily either be tolerated or acceptable for use or
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effective on the trunk, another site of mild to moderate
acne.

So none of these scales have broken it down
into -- or do we want to break down products into those
that, yes, they work on the face but we don't know whether
they work on the trunk or other acne-prone areas, or yes,
they work on both? Or if they work on one, we'll assume
they're safe and effective on another. That's one other
dimension of the scale business, be it counts, but
particularly for the kind of scales Dr. Carr just alluded
to.

So I'd be interested in knowing both the
agency's position on that and Wilma's feeling about it as
well.

DR. WILKIN: Well, we haven't required that,
for example, a topical product be active on acne lesions of
the back and chest in order to get approval. All a sponsor
really needs to do is demonstrate success on those criteria
on the face alone. However, we do encourage in the trials
that the medication, which may be the active or the
vehicle, be applied to lesions elsewhere on the body so
that especially if we can find that it's clearly not
working in some other area, we could put that advice into
labeling. But we've pretty much limited it to the face.

That's what the sponsors are requesting when they come in.
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Their labeling is directed in that way, and we've only
asked for the face.

DR. STERN: So the labeling actually says
approved for facial acne mild to moderate, or does it just
say -—-

DR. WILKIN: It wouldn't say that necessarily
in the indications section, but that may be a suggestion of
the committee that we want to craft that into the
indications section of labeling. I think the place where
one would find it would be in the clinical studies section.

DR. STERN: Questions.

DR. BERGFELD: I'm not sure I have too much to
add to you, Rob, but I will agree with you that the truncal
lesions, the extremity lesions sometimes are a little bit
resistant, and they do require oral medications, rather
than topical even though topicals are used.

I would also mention that to use topicals on
the trunk and the extremities for broad generalization of
acne 1is a very expensive deal. These are very costly
products and to spread them over the body in that nature is
hard to do cost-wise.

DR. ABEL: I would also like to bring up the
issue of resolving acne lesions. There is an element of
they may not be completely clear, but they may be

significantly improved. The lesions may be smaller. They
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may be resolving toward a post-inflammatory, hyperpigmented
state and still might be counted as lesions, but yet they
are almost clear. How does one take that into account?

DR. STERN: Dr. Wilkin, Dr. Carr?

DR. CARR: That 1is one of the factors that is
raised as a question as to what should be counted on the
global severity scale. Some people have raised the
question to what extent should resolving lesions be counted
in the scale.

DR. BERGFELD: I'm sorry. I'd like, Elizabeth,
to have you define resolving. Hyperpigmentation for me is
a resolved lesion with residual hyperpigmentation which I
would not count as an active lesion.

DR. ABEL: Well, I see varying degrees of
inflammation. In new severely inflamed papules,
papulopustules, as they resolve, they may still be
elevated. 1It's not just the hyperpigmentation, but they
may be less inflammatory, be significantly less inflamed,
but they are still papular. I have patients who come to me
and say, well, their acne is not that much better, but yet
when you look at it, there are many lesions in the
resolving stage, maybe not completely resolved. They'll
have some mild erythema, and yet they won't be inflammatory
papular. They are resolving but are not completely clear,

but yet they're definitely, to my assessment, improved.
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DR. STERN: Along that line, we're going to be
hearing after the break from a number of true acneologists,
if there are such things.

I think one question that speaks to that is, do
we believe that acne therapy in fact treats prevalent
lesions when you start the therapy or does it reduce the
incidence of new acne lesions. I think, at least in my
probably, as usual, wrong concept, when we treat acne, with
the exception of using things like oral steroids or anti-
inflammatories, for the kind of agents we're largely
talking about, we're trying to reduce the incidence so that
in time, as prevalent lesions resolve, eventually the
prevalence will go down as the new incidence is lower than
the old.

I'd really like to hear from perhaps Dr. Pochi
and Dr. Kligman and Dr. Leyden and Dr. Shalita, any of you
or all of you, about is that your concept for most of the
products, that we're treating incidence and not prevalence.

The ideal thing would be to measure incidence.

DR. LEYDEN: I could answer it now if you like.

DR. STERN: Could you, Jim? Jim, would you
introduce yourself?

DR. LEYDEN: Yes. My name is Jim Leyden. I'm
Albert Kligman's personal valet.

(Laughter.)
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DR. LEYDEN: I think all of us would agree the
answer is both. The primary mechanism of action is working
on one of the multiple areas of pathophysiology for most
drugs. Most drugs only work on one area. There's one drug
that works on all of them. We call it Accutane. Most
drugs only work on one area and slightly on another and
basically help to prevent the formation of new lesions and
also to a certain degree -- and the vehicle also to a
certain degree has effects on speeding the resolution of
more superficial, less inflamed lesions. So it's primarily
the prevention of new lesions.

DR. STERN: Well, I'm glad I got that one right
for once.

Dr. King.

DR. KING: Under the concept of beauty is in
the eyes of the beholder, is the FDA going to look at the
global assessment by the patient? We're talking about the
operation was a success and the patient died. You can
reduce comedones by a lot sometimes and we all have
experience of the patient not necessarily thinking it was a
great therapy. So is that somehow going to be in this
discussion or not?

DR. CARR: At present the subjective evaluation
is not part of what we're considering. Part of the problem

with quality of life or patient perception of improvement
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is two subjects can have the same extent of clinical
improvement, but there can be other factors that might make
for different conclusions. And their assessment to
treatment response such as an adverse event that one
subject might rate in one way and another subject might
rate in a different way so that you can have the same
clinical outcome, but because of other events might have
two totally different assessments as to their overall
impression of treatment. So right now we're just looking
at the objective assessment.

DR. STERN: Dr. Plott.

DR. PLOTT: I have two questions. First for
Dr. Bergfeld. 1I'd like to ask when you see a mild to
moderate acne patient in your clinic, what is your
expectation for treatment over the first 12 weeks of your
therapy with the whole armamentarium that you have to throw
at them?

DR. BERGFELD: My expectation for the
therapeutic response in the 6- to 8-week period would be a
moderate improvement. Over a 3-month period, though, I
would expect to be at 60 to 80 percent improvement. So
moderate might be defined as 30 to 50 percent with a
mixture of combined therapies. It might be combined
topicals as well as combined orals.

DR. PLOTT: How many patients would you expect
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to get clear or almost clear in 12 weeks?

DR. BERGFELD: Clear or almost clear in 12
weeks? 70 percent maybe of the mild to moderates.

DR. PLOTT: And my next question to Dr. Carr.
In your example number 6, the score number 3 and number 4
-- 1t appears that they really differ by the type of lesion
that predominates, the inflammatory in number 3 and
inflammatory. It suggests that inflammatory lesions are a
more severe type of lesion. I wonder if you would comment
on if you believe that inflammatory lesions are more
severe.

DR. CARR: Well, the inflammatory lesion does
seem to drive the global evaluation. They do seem to
predominate in the global picture. So I don't know if it
would be termed a more severe lesion necessarily, but in
terms of the global evaluation, they do have more impact.

DR. STERN: Dr. Kilpatrick.

DR. KILPATRICK: Thank you, sir. I have a
number of questions coming after Dr. Plott.

Wilma, what I heard you describing was an ideal
treatment of a patient. That may not be what actually
happens with non-dermatologists. But what I was hearing
seemed to imply that there were limitations on actually
trying evaluating in clinical trials because how can you

treat the patient at the same time if you're going to be in
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a double-blind clinical trial? Basically perhaps I'm
indicating my ignorance of the natural history of the
disease. Does it allow for the intercession of a clinical
trial to answer these questions while preserving the rights
of the patient?

DR. BERGFELD: I think that most dermatologists
would agree that with combined therapies, the responses are
qguicker and more long-lasting. In a clinical trial, it's a
solo monotherapy. So those patients who were picked for
that would have some limitations on their full responses.
But perhaps Alan Shalita and Jim, Peter, you might want to
respond. Al?

DR. SHALITA: I think a very important question
has just been brought up and I was actually going to bring
it up later in my talk. We do have an IRB member on your
advisory panel.

But increasingly we are seeing IRBs,
particularly community representatives, who are opposed to
the concept of vehicle control or non-treatment control, et
cetera. I know that this creates enormous problems for
those that rely on evidence-based medicine and the concept
of using a vehicle or placebo, but it is contrary to the
best interest of the patient to be treating them with
something other than an active, even the concept of

treating them with monotherapy when you have strong
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inclinations that more than one therapy would be best.
And then finally, Todd just brought up a
concept. We don't use monotherapy generally to achieve a
clear or almost clear status, and to use that then as a

criteria becomes self-defeating if you're talking about

monotherapy.
DR. KILPATRICK: Dr. Wilkin wants to get in.
DR. WILKIN: TIf I could speak to the issue of
vehicle control. I think in virtually every study that

we've gone back and looked at the data, people who were
assigned vehicle or an oral placebo get better in acne
trials.

I would say that the second piece is we're
talking about mild to moderate. We're not talking about
something that is going to damage someone for years if it
turns out they're assigned to one of these so-called
inactives.

And the third thing is you'll have to look at
some of the data and see what the actual differences are
between the contribution of the active over the vehicle. I
think you may from that decide that it really 1is
informative to have a vehicle control.

And then i1f I could come back to an earlier
question, and that is do we ask for the patient's

perception of how well things happened during the acne
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trial. And I think Dr. Carr answered that we don't request
that information. Often we get it as a secondary kind of
an endpoint, and we'll look it over.

But for the exact reasons that she mentioned, I
would like to 1lift up for the committee's consideration a
very thoughtful editorial that appeared in Lancet by Mark
Lebwohl. It's not on acne. It's actually on psoriasis.

He was referring to a paper in the British Journal of
Dermatology by Fountain on psoriasis. What they found out
was that looking at objective measures of the severity of
the psoriasis didn't really correlate very well with the
patient's perception of quality of life change during
therapy. In Dr. Lebwohl's thoughtful account, he indicates
what Dr. Carr was saying and that is that patients bring an
awful lot to that equation, what they want out of
something, what their expectations are, what others'
expectations are, around them.

Our thought is that that is important to that
person in that trial. I don't want FDA to ever sound like
we're not interested in quality of life. We're enormously
interested in quality of life. But our thought is if we
can somehow craft into the package insert some fairly
objective measures of outcome, then we actually convert the
quality of life discussion to the clinician's office where

he or she is sitting with the patient and can say, well,
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you could expect this sort of thing, and then it's that
patient in real time that can come up with the quality of
life assessment. But clearly, we're all interested in
quality of life. That's actually a big part of the mild to
moderate acne indication.

DR. KILPATRICK: Sir, may I continue because my
light is on?

(Laughter.)

DR. KILPATRICK: I find myself in the position
of disagreeing with my friend and colleague, Dr. Wilkin.

As a non-M.D. but as a statistician, I'm interested in the
accession of information, and the subjects I think can
bring information to a clinical trial in terms of their
subjective, albeit it subjective, evaluation of their
improvement or lack of improvement over time.

The fact that this may not be highly correlated
with scores leads me to a second question directed at Dr.
Carr. I'm not surprised that in the global evaluation one
of the conditions for a scale is that it is highly
correlated with the score. I would have thought that t